Introduction: Invasive lobular carcinoma (ILC) is the second most common histologic type of breast cancer, representing 5% to 15% of invasive tumors. ILC tends to spread to bones, lungs, central nervous system, reproductive organs, and the gastrointestinal tract (GI tract). The most commonly affected organs in the GI tract are the stomach, small intestine, followed by colon and rectum. Case presentation: A 78-year-old woman who was referred to our institution after having a bowel obstruction that required a diagnostic laparoscopy where they identified an obstructing ulcerative lesion in the distal ileum that was managed with a segmental bowel resection. Pathology report showed an invasive lobular breast carcinoma that occluded 90% of the bowel lumen. A PET/CT scan revealed a left breast tumor with increased metabolism. The patient was staged as a clinical cT4b, cN0, cM1 left breast invasive lobular carcinoma (ER/PgR positive, HER-2 negative). She was managed with endocrine therapy with Letrozole (an eight-week course). A follow-up PET/CT showed a peritoneal hypermetabolic nodule adjacent to the previous ileal anastomosis. The lesion decreased in size and metabolic activity. In a multidisciplinary fashion, the endocrine therapy was extended for another three months. Another follow-up PET/CT scan was performed three months after the identification of the peritoneal implant that showed that the nodule increased in size and in metabolism. The lesion continued to decrease significantly in size and became metabolically inactivity. Due to the good breast response and the possibility that the ileal nodule could be a granuloma, she underwent an exploratory laparoscopy with excision of the peritoneal nodule, and a modified left radical mastectomy with immediate breast reconstruction (complex wound closure). The final pathology report of the nodule was negative for malignancy. She continued on endocrine therapy and underwent How to cite this paper: Arrangoiz, R., Ornelas, M.C., whole breast irradiation four weeks after the operation. Currently, she is free of disease with no evidence of local, regional, or distant recurrence, and she is still on endocrine therapy. Discussion: The time interval between primary breast cancer and gastrointestinal involvement may range from synchronous presentation to as long as 30 years. The clinical manifestations in GI lobular breast cancer metastasis may range from non-specific complaints to acute GI symptoms, such as a bowel obstruction. There are multiple controversies in the management of ILC. Systemic treatment should be initiated as soon as possible. Indications for postmastectomy radiotherapy are also controversial, given the propensity for multifocal/multicentric tumors and late recurrences, sometimes in atypical locations. Five years of postoperative adjuvant hormonal therapy is an option for women with poor prognosis. Remissions are observed in 32% to 53% of patients. Conclusion: Metastatic lobular carcinoma of the breast has a wide range of clinical presentations. Patients with a history of breast cancer who present with new GI tumors should have these lesions evaluated for evidence of metastasis through histopathologic and immunohistochemical analysis, this will allow for appropriate management. Currently, breast cancer management involves a multidisciplinary approach including surgery, radiotherapy, and systemic medical therapy, and the treatment must be tailored to the patient's needs.
Introduction
Worldwide, breast cancer is the most frequent malignancy and the most common cause of cancer related death in women aged 20 to 59 years [1] . Invasive lobular carcinoma (ILC) is the second most common histologic subtype of breast cancer, representing 5% to 15% of all invasive breast tumors [2] [3] . The reported incidence of ILC has ranged between 1% and 20% [2] . The mean age at diagnosis of ILC is 57 years [4] . ILC has an increased propensity for multifocal and multicentric presentation [5] . Some of the known risk factors for ILC, that do not vary from other types of breast cancer, are hormone dependent and include age at menarche, age of menopause, age at first birth, nulliparity, obesity, and hormone therapy [3] . ILC is a diagnostic challenge given its infiltrative and insidious growth pattern, some women present with a defined palpable mass, while others display only vague skin thickening, diffuse nodularity, or may be clinically occult [3] . There are clear associations between histologic grade and other clinicopathological variables that portend a poor prognosis such as large size, positive lymph nodes, vascular invasion, estrogen receptors and androgen receptor negativity, and p53 positivity [6] . The work-up for ILC is very similar to other types of breast cancer and includes directed breast imaging like mammo-graphy, ultrasonography, and magnetic resonance imaging (when indicated) [1] . The pathologically disorganized pattern of ILC, frequently manifests as a scattered radiologic appearance and may result in misestimation of the extend of disease by imaging [1] .
In lobular neoplasia (LN: atypical lobular hyperplasia and lobular carcinoma in situ) the risk of developing an invasive cancer is close to 0.5% per year, and when it is associated with a first-degree relative, the risk increases to 1% per year [1] . ILC tends to spread to bones, lungs, the central nervous system, reproductive organs, peritoneum, retroperitoneum, and the gastrointestinal tract (GI) [7] [8] [9] . The incidence of extrahepatic GI tract metastases observed in autopsy studies varies in the literature from 6% to 18% with the most commonly affected organs being the stomach, small intestine, followed by colon and rectum [10] . In ILC, a high rate of metastatic spread with an uncommon pattern of secondary deposits [11] [12] [13] [14] and high incidence of contralateral disease have been reported [3] . Commonly, the absence of specific symptoms related to the GI metastases from an ILC leads to a misdiagnosis of this entity [10] . Breast cancer treatment involves a multidisciplinary approach including surgery, radiotherapy, and systemic therapy. The surgical management of breast cancer is determined by the TNM staging system at presentation. Another fundamental element of treatment is appropriate evaluation and management of the axilla. Patients with early-stage breast cancer are candidates for surgery, either breast-conservative surgery (BCS) or mastectomy. Multiple randomized trials with long-term follow-up have demonstrated similar rates of locoregional control and survival with conservative therapy vs. mastectomy [15] . These trials included patients with ILC. Several studies have shown a survival advantage when the primary tumor is resected in patients with stage IV breast cancer, but this is controversial [1] .
Most patients with locally advanced cancers (cT3, cT4/N1) should receive neoadjuvant systemic therapy. Patients with ILC are less likely to experience a complete pathologic response (CPR) to neoadjuvant therapy, with CPR ranging from 0% to 11% [16] [17] . Tumor biology is the primary determinant of response to neoadjuvant therapy, and the high ER positivity and low proliferative rates (low Ki-67) in ILC predisposes it to a leaser response [8] . Considering the known ER-rich nature of almost all ILCs, the use of neoadjuvant endocrine therapy is a good alternative. Favorable results from retrospective studies first led to an emerging interest in this approach [18] [19] [20] . Contemporary systemic therapies are largely influenced by tumor biology rather than histology. Hormone receptor-positive cancers should receive endocrine therapy. Chemotherapy is typically offered for locally advanced cancers and for early-stage cancers with high-risk features such as high-grade, large size, involved lymph nodes, and tumor with a molecular profile indicating high risk of recurrence.
Adjuvant breast radiotherapy (RT) reduces the risk of locoregional recurrence and death from breast cancer after surgery [1] . Additional regional nodal irradiation may also be indicated for those with involved lymph nodes or high-risk tumors [15] . There are no unique specifications for surveillance of ILC. For all treated non-metastatic breast cancers, the NCCN guidelines recommend a history and physical examination one to four times per year as clinically appropriate for five-years and then annually [21] . Adherence to endocrine therapy should be encouraged for those who will benefit from this type of therapy and yearly gynecologic assessment arranged for those without a previous hysterectomy.
We present a case of a 78-year-old woman who was referred to our institution after a small bowel obstruction that on a further evaluation was diagnosed as metastatic ILC of the breast.
Case Presentation
This is a 78-year-old woman, with a family history of breast cancer (mother had a unilateral invasive ductal carcinoma of the breast diagnosed at age), that 15-years ago on a routine mammogram was diagnosed with a highly suspicious left breast tumor (Bi- RADS 5) . At that moment, she decided not to treat it and used alternative medicine instead. She was under topical hormone replacement therapy for vulvar vaginal atrophy. Approximately six-month prior to her consultation she presented with a history of anorexia, weight loss, oral intolerance. She decided to go to a gastroenterologist for further work-up. An upper endoscopy was performed, demonstrating only severe gastritis and Helicobacter pylori infection, a colonoscopy was performed and was normal. She was referred to our clinic and managed in a multidisciplinary fashion. She was started on endocrine therapy with Letrozole for eight-weeks. A follow-up PET/CT scan was performed after she completed the eight-weeks of therapy ( Figure 3 ). The breast lesion had decreased in size and in metabolic activity. An isolated peritoneal hypermetabolic nodule was identified adjacent to the previous small bowel anastomosis. The endocrine therapy was extended for another 12 weeks. A follow-up PET/CT scan was performed after finishing the treatment, the peritoneal implant was still present, and hypermetabolic ( Figure 4 ). The breast lesion had continued to decrease significantly in size and was hypermetabolic (SUV less than 2.5). It was decided in a multidisciplinary fashion to take the patient to the operating room and perform an exploratory laparoscopy with peritoneal nodule resection and a modified radical mastectomy with immediate bilateral breast reconstruction (complex wound closure) ( Figure 5 ). She had an adequate postoperative course and she was discharged from the hospital on her third postoperative day.
She had an adequate recovery and continued endocrine therapy with Letrozole. She underwent radiation therapy receiving 30 sessions of 2 Gy/fr until reaching a total of 60 Gy with good tolerance. On follow-up (more than two years) she has no evidence of disease. She is still on endocrine therapy with bi-annual clinic visits.
Pathology
The left breast and axillary lymph nodes demonstrated metastatic multicentric Advances in Breast Cancer Research ILC (in all the four quadrants), with two lymph nodes out of 17, positive for ILC. Immunochemistry performed with good positive and negative controls revealed tumoral cells positive for ER (99%) and PgR (15%). Her-2 was negative and Ki-67 positive in 2% of the cells (Figure 6 and Figure 7) . The peritoneal nodule biopsy showed an inflammatory granuloma negative for malignancy, just showing abundant lymphocytes mixed with some neutrophils in a fibrous stroma with giant multinucleated cells, constituting a foreign body xanthogranulomatous reaction (Figure 8 ). Advances in Breast Cancer Research 
Discussion
Breast cancer is the most frequently diagnosed malignancy in women, and it is the most common cause of cancer death in women worldwide [1] . It accounts for 26% of all newly diagnosed cancers in females and is responsible for 15% of the cancer-related deaths in women [1] . It is also one of the most common malignancies that metastasize to the GI tract, commonly metastasizing to the stomach or small bowel [7] [8] [9] . The time interval between primary breast cancer and GI involvement may range from synchronous presentation to as long as 30 years after adequate management, but the reverse is also true, with the GI manifestations preceding the diagnosis of the breast cancer [14] . There tends to be a histological preference for the site for distant metastasis, invasive ductal carcinoma of the breast tends to metastasize more commonly to the liver, lung, and brain compared to lobular carcinoma that tends to spread to bones, gynecological organs, peritoneum, retroperitoneum, and gastrointestinal [7] [8] [9] .
The reasons for this have not been identified. The clinical manifestations in GI ILC metastasis are variable. Symptoms may range from non-specific complaints to acute GI symptoms, such as a bowel obstruction.
The clinical manifestations that metastatic breast cancer to the GI tract can have are variable. Symptoms may range from non-specific complaints to acute GI symptoms. The diagnosis of metastatic lesions to the GI tract becomes even more unlikely on the rare occasion when it represents the first manifestation of breast cancer [7] [8] [9] . In our case the patient presented initially with GI symptoms that made her seek medical attention without taking into account the breast lesion.
Pathologic diagnosis of metastatic lesions can be difficult. Markers that help confirm the diagnosis are gross cystic disease fluid protein-15 (GCDFP-15), ER and PgR receptors. The GCDFP-15 and the ER and/or PR are positive in metas-tatic lesions of the breast, in contrast to most GI malignancies, which are usually negative. The signet-ring morphology of ILC may mimic gastric carcinoma. Some authors suggest that given the high incidence of breast cancer and the low incidence of diffuse-type gastric cancer in the USA, we should consider the presence of metastatic lobular carcinoma of the breast in every woman diagnosed with diffuse-type gastric cancer [18] [19] [20] .
Multiple controversies exist in respect to the management of ILC. Systemic treatment should be initiated as soon as possible, preferably within six-weeks after surgery [1] . Treatment with chemotherapy, endocrine therapy or a combination of both is usually started in patients with ILC that metastasize to the GI tract [18] . Simultaneous use of radiotherapy and chemotherapy is not recommended since toxicity increases. Indications for postmastectomy radiotherapy, after having treated the primary ILC is also controversial, given the propensity for multifocal/multicentric tumors and late recurrences, sometimes in atypical locations [22] . Five-years of postoperative adjuvant hormonal therapy is an option for women with poor prognosis, especially in patients with positive lymph node disease [1] . Survival after diagnosis of GI metastases from a breast primary is poor with few patients surviving beyond two years, although survival up to nine-years has been reported [23] . Remissions are observed in 32% to 53% of patients [22] .
Conclusion
Metastatic ILC of the breast has a wide range of clinical presentations. Small bowel metastasis from ILC is rare. Metastases from ILC to the GI tract must be excluded in a patient with a suspicious tumor of the breast, even though there is no confirmation of malignancy. Patients with a history of breast cancer who present with new gastrointestinal lesions should have these lesions evaluated for evidence of metastatic disease through histopathologic and immunohistochemical analysis, this will allow appropriate management. Nowadays, breast cancer treatment involves a multidisciplinary approach including surgery, radiotherapy, and systemic therapy. The treatment must be tailored to meet each individual's needs.
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